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n A thermodynamic comparison of mesophilic and
thermophilic ribonucleases H. Julie Hollien and Susan
Marqusee (1999). Biochemistry 38, 3831–3836.
The mechanisms by which thermophilic proteins attain their
increased thermostability remain unclear, as usually the sequence
and structure of these proteins are very similar to those of their
mesophilic homologs. To gain insight into the basis of
thermostability, the authors have determined protein stability
curves describing the temperature dependence of the free energy
of unfolding for two ribonucleases H, one from the mesophile
Escherichia coli and one from the thermophile Thermus thermophilus.
Although the maximal stabilities for these proteins occur at similar
temperatures, the heat capacity of unfolding for T. thermophilus
RNase H is lower, resulting in a smaller temperature dependence
of the free energy of unfolding and therefore a higher thermal
melting temperature. In addition, the stabilities of these proteins
are similar at the optimal growth temperatures for their respective
organisms, suggesting that a balance of thermodynamic stability
and flexibility is important for function. 
23 March 1999, Biochemistry
n Native-like structure and stability in a truncation mutant
of a protein minidomain: the peripheral subunit-binding
domain. S Spector, P Young and DP Raleigh (1999)
Biochemistry 38, 4128-4136. 
Despite its small size, the peripheral subunit-binding domain
from the dihydrolipoamide acetyltransferase component of the
Bacillus stearothermophilus pyruvate dehydrogenase multienzyme
complex adopts a unique, compact structure. Three proteins of
different lengths (33, 36 and 41 amino acids) were prepared and
characterised by NMR spectroscopy. The 36- and 41-residue
fragments are folded and stable at 25°C, whereas the 33-residue
fragment is not fully folded at this temperature. However, ANS
binding studies suggest that a proportion of molecules are native,
and there is no evidence for a nonspecific collapsed molten-
globule-like state. Thus, although more than the 33-residue core
is required to form a fully stable native structure, the entire
sequence is not required for folding.
23 March 1999, Biochemistry
n The structure of threonyl-tRNA synthetase-tRNAThr
complex enlightens its repressor activity and reveals an
essential zinc ion in the active site. Rajan
Sankaranarayanan, Anne-Catherine Dock-Bregeon, Pascale
Romby, Joel Caillet, Mathias Springer, Bernard Rees,
Chantal Ehresmann, Bernard Ehresmann 
and Dino Moras (1999). Cell 97, 371–381.
Escherichia coli threonyl-tRNA synthetase (ThrRS) is a class II
enzyme that represses the translation of its own mRNA. The
authors report the crystal structure at 2.9 Å resolution of the
complex between tRNAThr and ThrRS, whose structural
features reveal novel strategies for providing specificity in tRNA
selection. These include an amino-terminal domain containing a
novel protein fold that makes minor groove contacts with the
tRNA acceptor stem. The enzyme induces a large deformation
of the anticodon loop, resulting in an interaction between two
adjacent anticodon bases, which accounts for their prominent
role in tRNA identity and translational regulation.
30 April 1999, Cell
n The structural basis of ordered substrate binding by
serotonin N-acetyltransferase: enzyme complex at 1.8 Å
resolution with a bisubstrate analog. Alison Burgess
Hickman, MAA Namboodiri, David C Klein and Fred Dyda
(1999). Cell 97, 361–369.
Serotonin N-acetyltransferase, a member of the GNAT
acetyltransferase superfamily, is the penultimate enzyme in the
conversion of serotonin to melatonin, the circadian
neurohormone. Comparison of the structures of the substrate-
free enzyme and the complex with a bisubstrate analog,
coenzyme A-S-acetyltryptamine, demonstrates that acetyl
coenzyme A (AcCoA) binding is accompanied by a large
conformational change that in turn leads to the formation of the
serotonin-binding site. The structure of the complex provides
insight into how the enzyme may facilitate acetyl transfer.
30 April 1999, Cell
n Crystal structure of human cytosolic phospholipase A2
reveals a novel topology and catalytic mechanism.
Andrea Dessen, Jin Tang, Holly Schmidt, Mark Stahl, James
D Clark, Jasbir Seehra and William S Somers (1999). 
Cell 97, 349–360.
Cytosolic phospholipase A2 initiates the biosynthesis of
prostaglandins, leukotrienes, and platelet-activating factor
(PAF), mediators of the pathophysiology of asthma and arthritis.
The crystal structure of human cPLA2 consists of an N-terminal
calcium-dependent lipid-binding/C2 domain and a catalytic unit
with a topology distinct from that of other lipases. An unusual
Ser-Asp dyad located in a deep cleft at the center of a
predominantly hydrophobic funnel selectively cleaves
arachidonyl phospholipids. The structure reveals a flexible lid
that must move to allow substrate access to the active site, thus
explaining the interfacial activation of this important lipase.
30 April 1999, Cell
n Crystal structure of the interleukin-4/receptor. Thorsten
Hage, Walter Sebald and Peter Reinemer (1999). 
Cell 97, 271–281.
Interleukin-4 (IL-4) is a principal regulatory cytokine during an
immune response. IL-4 binds with high affinity and specificity to
the ectodomain of the IL-4 receptor α chain (IL4-BP).
Subsequently, this intermediate complex recruits the common γ
chain (γc), thereby initiating transmembrane signaling. The
crystal structure of the intermediate complex between human IL-
4 and IL4-BP was determined. It reveals a novel spatial
orientation of the two proteins, a small but unexpected
conformational change in the receptor-bound IL-4, and an
interface with three separate clusters of trans-interacting residues.
30 April 1999, Cell
n The 2.8 Å crystal structure of visual arrestin: a model for
arrestin’s regulation. Joel A Hirsch, Carsten Schubert,
Vsevolod V Gurevich and Paul B Sigler (1999). 
Cell 97, 257–269.
G protein-coupled signaling is utilized by a wide variety of
eukaryotes for communicating information from the extracellular
environment. Signal termination is achieved by the action of the
arrestins, which bind to activated, phosphorylated G-protein-
coupled receptors.  The authors describe crystallographic
studies of visual arrestin in its basal conformation. The salient
features of the structure are a bipartite molecule with an unusual
polar core, stabilized in part by an extended C-terminal tail that
locks the molecule into an inactive state. In addition, arrestin is
found to be a dimer of two asymmetric molecules, suggesting an
intrinsic conformational plasticity.
16 April 1999, Cell
n Crystal structures of complexes of PcrA DNA helicase
with a DNA substrate indicate an inchworm mechanism.
Sameer S Velankar, Panos Soultanas, Mark S Dillingham,
Hosahalli S Subramanya and Dale B Wigley (1999). 
Cell 97, 75–84.
The authors have determined two different structures of PcrA
DNA helicase complexed with the same single-strand tailed
DNA duplex, providing snapshots of different steps on the
catalytic pathway. One of the structures is of a complex with a
nonhydrolyzable analog of ATP and is thus a ‘substrate’
complex. The other structure contains a bound sulphate ion that
sits in a position equivalent to that occupied by the phosphate
ion produced after ATP hydrolysis, thereby mimicking a
‘product’ complex. In both complexes, the protein is
monomeric. Large and distinct conformational changes occur on
binding DNA and the nucleotide cofactor. 
2 April 1999, Cell
n The crystal structure of a novel bacterial
adenylyltransferase reveals half of sites reactivity. Tina
Izard and Arie Geerlof (1999). EMBO J. 18, 2021–2030.
Phosphopantetheine adenylyltransferase (PPAT) catalyses a rate-
limiting step in coenzyme A (CoA) biosynthesis, by transferring
an adenylyl group from ATP to 4′-phosphopantetheine, yielding
dephospho-CoA (dPCoA). Each subunit of the hexameric enzyme
displays a dinucleotide-binding fold that is structurally similar to
that in class I aminoacyl-tRNA synthetases. The structure in
complex with dPCoA shows that binding at one site causes a vice-
like movement of active-site residues lining the active-site
surface. The mode of enzyme product formation is highly
concerted, with only one trimer of the PPAT hexamer showing
evidence of dPCoA binding.
15 April 1999, The EMBO Journal
n Crystal structure of baculovirus P35: role of a novel
reactive site loop in apoptotic caspase inhibition. Andrew
J Fisher, Wilfred dela Cruz, Stephen J Zoog, Christine L
Schneider and Paul D Friesen (1999). 
EMBO J. 18, 2031–2039.
The aspartate-specific caspases are critical protease effectors of
programmed cell death. Baculovirus P35 is a potent substrate
inhibitor of metazoan caspases. The P35 monomer possesses a
solvent-exposed loop that projects from the protein’s main 
β-sheet core and positions the requisite aspartate cleavage site at
the loop’s apex. Distortion or destabilization of this reactive site
loop by site-directed mutagenesis converted P35 to an efficient
substrate which, unlike wild-type P35, failed to interact stably
with the target caspase or block protease activity. 
15 April 1999, The EMBO Journal
n The three-dimensional structure of a Tn5 transposase-
related protein determined to 2.9 Å resolution. Douglas R
Davies, Lisa Mahnke Braam, William S Reznikoff and Ivan
Rayment (1999). J. Biol. Chem. 274, 11904–11913.
Transposon Tn5 expresses a truncated version of the
transposase enzyme that acts as an inhibitor, which contains the
catalytic active site of transposase and a C-terminal domain
involved in protein–protein interactions. The crystal structure of
Tn5 inhibitor has a catalytic core domain similar to retroviral
integrases and bacteriophage Mu transposase. The Tn5
inhibitor contains an insertion that extends the β sheet of the
catalytic core from five to nine strands. A conserved arginine
residue is present at the center of the active site, suggesting a
catalytic motif of ‘DDRE’. A novel C-terminal domain forms a
dimer interface across a crystallographic twofold axis.
23 April 1999, Journal of Biological Chemistry
n Protein conformational changes in the
bacteriorhodopsin photocycle. Sriram Subramaniam,
Martin Lindahl, Per Bullough, AR Faruqi, Jörg Tittor, Dieter
Oesterhelt, Leonid Brown, Janos Lanyi and Richard
Henderson (1999). J. Mol. Biol. 287, 145–161.
The authors describe a comprehensive electron crystallographic
analysis of conformational changes in the photocycle of wild-type
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bacteriorhodopsin and in a variety of mutant proteins with kinetic
defects in the photocycle. Specific intermediates that accumulate
in the late stages of the photocycle of wild-type bacteriorhodopsin
were trapped by freezing two-dimensional crystals in liquid
ethane at varying times after illumination with a light flash.
Electron diffraction patterns recorded from these crystals were
used to construct projection difference Fourier maps at 3.5 Å
resolution to define light-driven changes in protein conformation.
The experiments demonstrate that in wild-type
bacteriorhodopsin, a large protein conformational change occurs
within ~1 ms after illumination.
19 March 1999, Journal of Molecular Biology
n RNA polymerase subunit H features a β-ribbon motif
within a novel fold that is present in archaea and
eukaryotes. Abarna Thiru, Meri Hodach, Jyrki J Eloranta,
Vassiliki Kostourou, Robert OJ Weinzierl and Stephen
Matthews (1999). J. Mol. Biol. 287, 753–760.
The archaeal H and eukaryotic RPB5 RNA polymerase subunits
are highly homologous and are likely to play a fundamental role
in transcription that extends from archaea to humans. The
structure of subunit H, in solution, from the archaeon
Methanococcus jannaschii reveals a novel fold containing a four-
stranded mixed β sheet that is flanked on one side by three
short helices. The dominant feature is β-ribbon motif, which
presents a hydrophobic, basic surface, and defines a general
RNA polymerase architectural scaffold. 
9 April 1999, Journal of Molecular Biology
n Structural features of the interaction between an anti-
clonotypic antibody and its cognate T-cell antigen
receptor. Gilbert Mazza, Dominique Housset, Claudine
Piras, Claude Grégoire, Juan C Fontecilla-Camps and
Bernard Malissen (1999). J. Mol. Biol. 287, 773–780.
The crystal structure of the complex between a single chain Fv
fragment of the KB5-C20 T-cell antigen receptor (TCR) and the
specific anticlonotypic antibody (Ab) Désiré-1 provides the first
description of the interface between a clonotype and an
anticlonotype. In marked contrast to idiotype/anti-idiotype
structures, Désiré-1 binds to a face of the KB5-C20 TCR that is
almost perpendicular to the TCR antigen binding site, and
recognizes discontinuous stretches of TCR Vα and Vβ residues
that belong to both the CDRs and the framework. 
9 April 1999, Journal of Molecular Biology
n Protein mimicry of DNA from crystal structures of the
uracil-DNA glycosylase inhibitor protein and its complex
with Escherichia coli uracil-DNA glycosylase. Christopher
D Putnam, Mary Jane N Shroyer, Amy J Lundquist, Clifford D
Mol, Andrew S Arvai, Dale W Mosbaugh and John A Tainer
(1999). J. Mol. Biol. 287, 331–346.
Uracil-DNA glycosylase (UDG), an enzyme that removes uracil
from DNA, is specifically and irreversibly inhibited by the
uracil-DNA glycosylase inhibitor protein (Ugi). Crystal
structures of Ugi in complex with wild-type and a functionally
defective mutant reveal the detailed molecular basis for duplex
DNA backbone mimicry by Ugi. The overall shape and charge
distribution of Ugi most closely resembles a midpoint in a
trajectory between B-form DNA and the kinked DNA observed
in UDG–DNA product complexes. The combination of high
levels of pre-existing structural complementarity to DNA-
binding features specific to UDG with key local conformational
changes in Ugi resolves the UDG–Ugi paradox and suggests a
potentially general structural solution to the formation of very
high affinity DNA enzyme–inhibitor complexes that avoid cross-
reactivity.
26 March 1999, Journal of Molecular Biology
n Structural basis for self-association and receptor
recognition of human TRAF2. Young Chul Park, Vicki
Burkitt, Anthony R Villa, Liang Tong and Hao Wu (1999).
Nature 398, 533–538.
Tumour necrosis factor (TNF)-receptor-associated factors
(TRAFs) form a family of cytoplasmic adapter proteins important
in the regulation of cell survival and cell death. The crystal
structure of a C-terminal fragment of human TRAF2 in complex
with a peptide from TNF receptor-2 (TNF-R2) reveals a trimeric
coiled-coil self-association and a new, eight-stranded antiparallel
β-sandwich structure. The peptide binds to a conserved shallow
surface depression. The trimeric structure of the TRAF domain
provides an avidity-based explanation for the dependence of
TRAF recruitment on the oligomerization of the receptors by
their trimeric extracellular ligands. 
8 April 1999, Nature
n Structural basis for recognition of the tra mRNA
precursor by the sex-lethal protein. Noriko Handa, Osamu
Nureki, Kazuki Kurimoto, Insil Kim, Hiroshi Sakamoto,
Yoshiro Shimura, Yutaka Muto and Shigeyuki Yokoyama
(1999). Nature 398, 579–585.
The Sex-lethal (Sxl) protein of Drosophila melanogaster regulates
alternative splicing of the transformer (tra) messenger RNA
precursor by binding to the tra polypyrimidine tract during the
sex-determination process. In the crystal structure of the
complex formed between two tandem RNA-binding domains of
the Sxl protein and a 12-nucleotide, single-stranded RNA
derived from the tra polypyrimidine tract, the two RNA-binding
domains have their β-sheet platforms facing each other to form a
V-shaped cleft. The RNA is characteristically extended and
bound in this cleft, where the UGUUUUUUU sequence is
specifically recognized by the protein.
15 April 1999, Nature
n Crystal structure of Brefeldin A esterase, a bacterial
homolog of the mammalian hormone-sensitive lipase.
Yunyi Wei, Juan Antonio Contreras, Peter Sheffield, Torben
Osterlund, Urszula Derewenda, RE Kneusel, Ulrich Matern,
Cecilia Holm and Zygmunt S Derewenda (1999). Nat.
Struct. Biol. 6, 340–345.
Brefeldin A esterase (BFAE), a detoxifying enzyme isolated from
Bacillus subtilis, hydrolyzes and inactivates BFA, a potent fungal
inhibitor of intracellular vesicle-dependent secretory transport and
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poliovirus RNA replication. The authors have solved the crystal
structure of BFAE and discovered that the previously reported
amino acid sequence was in serious error due to frame shifts in the
cDNA sequence. The correct sequence, inferred from the
experimentally phased electron-density map, revealed that BFAE
is a homolog of the mammalian hormone sensitive lipase (HSL). It
is a canonical α/β hydrolase with two insertions forming the
substrate-binding pocket
April 1999, Nature Structural Biology
n Crystal structure of the N-terminal, growth factor-like
domain of Alzheimer amyloid precursor protein. Jamie
Rossjohn, Roberto Cappai, Susanne C Feil, Anna Henry,
William J McKinstry, Denise Galatis, Lars Hesse, Gerd
Multhaup, Konrad Beyreuther, Colin L Masters and Michael
W Parker (1999). Nat. Struct. Biol. 6, 327–331.
Amyloid precursor protein (APP) plays a central role in
Alzheimer disease. A proteolytic-breakdown product of APP,
called β-amyloid, is a major component of the
diffuse and fibrillar deposits found in Alzheimer diseased brains.
The normal physiological role of APP remains largely unknown
despite much work. The authors describe the crystal structure of
the N-terminal, heparin-binding domain of APP (residues
28–123), which is responsible, among other things, for
stimulation of neurite outgrowth. The structure reveals a highly
charged basic surface that may interact with glycosaminoglycans
in the brain and an abutting hydrophobic surface that is
proposed to play an important functional role such as
dimerization or ligand binding.
April 1999, Nature Structural Biology
n NMR structure of the Tn916 integrase–DNA complex.
Jonathan M Wojciak, Kevin M Connolly and Robert T Clubb
(1999). Nat. Struct. Biol. 6, 366–373.
The integrase protein catalyzes the excision and integration of
the Tn916 conjugative transposon, a promiscuous genetic
element that spreads antibiotic resistance in pathogenic bacteria.
The solution structure of the N-terminal domain of the Tn916
integrase protein bound to its DNA-binding site within the
transposon arm has been determined. The structure reveals an
interesting mode of DNA recognition, in which the face of a
three-stranded antiparallel β sheet is positioned within the major
groove. The three-stranded sheet may represent a new DNA-
binding motif, more typical of RNA-binding domains, whose
residue composition and position within the major groove are
varied to alter specificity.
April 1999, Nature Structural Biology
n Specificity of native-like interhelical hydrophobic
contacts in the apomyoglobin intermediate. Michael S
Kay, Carlos HI Ramos and Robert L Baldwin (1999). Proc.
Natl Acad. Sci. USA 96, 2007–2012.
On exposure to mildly acidic conditions, apomyoglobin forms a
partially folded intermediate, I. The A, B, G, and H helices are
significantly structured in this equilibrium intermediate, whereas
the remainder of the protein is largely unfolded. The authors
report the effects of mutations at helix pairing sites on the
stability of I in three classes of mutants. Qualitatively similar
results to those found in I were obtained for all three classes of
mutants in native myoglobin (N), demonstrating that hydrophobic
burial is fairly specific to native helix packing sites in I as well as
in N. These results suggest that hydrophobic burial along native-
like interhelical contacts is important for the formation of the
cooperatively folded intermediate.
2 March 1999, Proceedings of the National Academy of
Science USA
n Crystal structure of human T cell leukemia virus type 1
gp21 ectodomain crystallized as a maltose-binding
protein chimera reveals structural evolution of retroviral
transmembrane proteins. Bostjan Kobe, Rob J Center,
Bruce E Kemp and Pantelis Poumbourios (1999). Proc. Natl
Acad. Sci. USA 96, 4319–4324.
Retroviral entry into cells depends on envelope glycoproteins,
whereby receptor binding to the surface-exposed subunit triggers
membrane fusion by the transmembrane protein (TM) subunit.
The authors have determined the crystal structure of the
ectodomain of gp21, the TM from human T cell leukemia virus
type 1. The structure of gp21 comprises an N-terminal trimeric
coiled-coil, an adjacent disulfide-bonded loop that stabilizes a
chain reversal, and a C-terminal sequence structurally distinct
from HIV type 1/simian immunodeficiency virus gp41 that packs
against the coil in an extended antiparallel fashion. 
13 April 1999, Proceedings of the National Academy of
Science USA
n Absence of interdomain contacts in the crystal structure
of the RNA recognition motifs of Sex-lethal. Scott M
Crowder, Roland Kanaar, Donald C Rio and Tom Alber
(1999). Proc. Natl Acad. Sci. USA 96, 4892–4897 .
By binding specific RNA transcripts, the Sex-lethal protein
(SXL) governs sexual differentiation and dosage compensation
in Drosophila melanogaster. The authors have determined the
crystal structure of the tandem RNA recognition motifs (RRMs)
of SXL. Both RRMs adopt the canonical RRM fold, and the ten-
residue, interdomain linker shows significant disorder. In
contrast to the previously determined structure of the two-RRM
fragment of heterogeneous nuclear ribonucleoprotein Al, SXL
displays no interdomain contacts between RRMs. These results
suggest that the SXL RRMs are flexibly tethered in solution,
and RNA binding restricts the orientation of RRMs.
27 April 1999, Proceedings of the National Academy of
Science USA
n Polarization transfer by cross-correlated relaxation in
solution NMR with very large molecules. Roland Riek,
Gerhard Wider, Konstantin Pervushin and Kurt Wüthrich
(1999). Proc. Natl Acad. Sci. USA 96, 4918–4923.
In common multidimensional NMR experiments for studies of
biological macromolecules in solution, magnetization transfers
via spin–spin couplings (insensitive nuclei enhanced by
polarization transfer [INEPT]) are key elements of the pulse
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schemes. For molecular weights beyond 100,000, transverse
relaxation during the transfer time may become a limiting factor.
This paper presents a transfer technique for work with big
molecules, cross relaxation-enhanced polarization transfer
(CRINEPT), which largely reduces the size limitation of
INEPT transfers with the use of cross-correlated relaxation-
induced polarization transfer. The rate of polarization transfer by
cross-correlated relaxation is proportional to the rotational
correlation time, so that it becomes a highly efficient transfer
mechanism for solution NMR with very high molecular weights.
Initial experiments yielded up to threefold signal enhancement
for amide groups of a 110 kDa protein in aqueous solution at
4°C demonstrating that CRINEPT opens avenues for solution
NMR with supramolecular structures.
27 April 1999, Proceedings of the National Academy of
Science USA
n Structural and mutagenesis studies of leishmania
triosephosphate isomerase: a point mutation can
convert a mesophilic enzyme into a superstable enzyme
without losing catalytic power. JC Williams, JP Zeelan, G
Neubauer, G Vriend, J Backmann, PAM Michels, A-M
Lambeir and RK Wierenga (1999). 
Protein Eng. 12, 243-250.
The dimeric enzyme triosephosphate isomerase (TIM) has a
very tight and rigid dimer interface. At this interface a critical
hydrogen bond is formed between the mainchain oxygen of the
catalytic residue Lys13 and the completely buried sidechain of
Gln65. A comparison of the structures of TIM from Leishmania
mexicana and Trypanosoma brucei shows a substitution of the
highly conserved glutamine. Ionisation of Glu65 causes a pH-
dependent decrease in the thermal stability of leishmania TIM.
Mutation of Glu65 to Gln in Leishmania TIM results in a
significant increase in the thermal stability (26°C). The
mutation does not affect the kinetic properties, showing that
even point mutations can convert a mesophilic enzyme into a
superstable enzyme without losing catalytic power at the
mesophilic temperature.
March 1999, Protein Engineering
n WW: an isolated three-strand antiparallel β-sheet domain
that unfolds and refolds reversibly: evidence for a
structured hydrophobic cluster in urea and GdnHCl and
a disordered thermal unfolded state. EK Koepf, HM
Petrassi, M Sudol and JW Kelly (1999) 
Protein Sci. 8, 841–853.
The folding of the WW domain is studied as a model system for
understanding the folding and stability of isolated three-stranded
antiparallel β sheets. It unfolds reversibly and cooperatively by
chemical denaturants, although the denatured state retains
structure in the form of a hydrophobic cluster involving at least
one aromatic sidechain as discerned by near-UV CD. In contrast
thermal denaturation appears to be more complete and two-state.
The role that the denatured state may play in the folding and
stability of this three-stranded antiparallel β sheet, and its capacity
for preventing aggregation is discussed.
April 1999, Protein Science
n Unexpected modes of PDZ domain scaffolding revealed
by structure of nNOS–syntrophin complex. Brian J Hillier,
Karen S Christopherson, Kenneth E Prehoda, David S Bredt
and Wendell A Lim (1999). Science 284, 812–815.
The PDZ protein interaction domain of neuronal nitric oxide
synthase (nNOS) can heterodimerize with the PDZ domains of
postsynaptic density protein 95 and syntrophin through
interactions that are not mediated by recognition of a typical C-
terminal motif. The nNOS–syntrophin PDZ complex structure
revealed that the domains interact in an unusual linear head-to-
tail arrangement. The nNOS PDZ domain has two opposite
interaction surfaces — one face has the canonical peptide-
binding groove, whereas the other has a β-hairpin ‘finger’. This
nNOS β finger docks in the syntrophin peptide-binding groove,
mimicking a peptide ligand, except that a sharp β turn replaces
the normally required C terminus.
30 April 1999, Science
n Structure of the VHL–ElonginC–ElonginB complex:
implications form VHL tumor suppressor function.
Charles E Stebbins, William G Kaelin, Jr and Nikola P
Pavletich (1996). Science 284, 455–461.
Mutation of the VHL tumor suppressor is associated with
Hippel-Lindau (VHL) cancer syndrome and the majority of
kidney cancers. VHL binds the ElonginC–ElonginB complex
and regulates levels of hypoxia-inducible proteins. The
structure of the ternary complex shows two interfaces, one
between VHL and ElonginC and another between ElonginC
and ElonginB. Tumorigenic mutations frequently occur in a 35-
residue domain of VHL responsible for ElonginC binding. A
mutational patch on a separate domain of VHL indicates a
second macromolecular binding site.
16 April 1999, Science
n NMR structure of the human oncofoetal fibronectin ED-B
domain, a specific marker for angiogenesis. Roberto
Fattorusso, Maurizio Pellecchia, Francesca Viti, Paolo Neri,
Dario Neri and Kurt Wüthrich (1999). Structure 7, 381–390.
The oncofoetal ED-B domain consists of 91 amino acid residues
that are inserted by alternative splicing into the fibronectin (FN)
molecule. The NMR structure of the ED-B domain reveals a
fibronectin type III fold. Novel features are located in loop
regions that are buried at interdomain interfaces, and which
therefore largely determine the global shape of the fibronectin
molecule. The structure enables the identification of a large
surface area of the ED-B domain that is accessible in vivo,
opening up new diagnostic and therapeutic opportunities.
25 March 1999, Structure
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